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CLAIMS 



1 . Use or a subs can < 



:e or polypeptide according to the formula 



X 1 -X 2 -X 3 -Thir-X 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO: 



22] 



wherein 



Xj is Ala or Gly ; 
X 2 is Tyr or Phe, 

x 3 , X 4 and X 5 are independently selected from the group con- 
sisting of Met, lie, L£u and Val ; and 

X 6 is selected from thd group consisting of Asn, Asp, Gin and 



10 Glu, 



optionally at least one hf x x , X 2 , x 3 , x 4 , x 5 and X 5 is inde 
pendently substituted with a non- natural or unusual amine 
acid and/or the peptide ite cyciized and/or the peptide is 
stabilized and/or the ami to terminal amino acid residue is 
acylated and/or the carbi&V terminal amino acid residue is 
ami da ted, and pept idomircfettcs modelled on the basis of the 
above formula for the preparation of a pharmaceutical compo- 
sition for the reductic/A /59\TNFq; production. 



2. use of a substance or polypeptide according to the formula 



20 



X 1 -X 2 -X 3 -Thr«X 4 «Lys«xL-Arg-Xg (SEQ ID N0:22), 



wherein 



25 



X x is Ala or Gly, 
X 2 is Tyr or Phe, 

X 3 , X 4 and X 5 are independently \selected frcm the group con- 
sisting of Met, lie, Leu and ValV- and 

X s is selected from the group consisting of Asn, Aap, Gin and 
Glu , 
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optionally at .Ueast one of X x , x 2 , x 3 , X 4 , X 5 and X 6 is inde- 
pendently substituted with' a non-natural or unusual amino 
acid and/or the Peptide is cyclized and/or the peptide is 
stabilized and/ori the amino terminal amino acid residue is 
acylated and/or the carboxy terminal amino acid resid;^e is 
amidated, and peptiidomimetics modelled on the. basis of the 
above formula for the preparation of a pharmaceutical compo- 
sition for the prophylaxis or treatment of pancreatitis. 

3. Use of a substande or polypeptide according to the formula 

X 1 -X 2 -X 3 -Thr^ 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO:22), 

wherein 



15 



20 



25 



C x is Ala or Gly, 
C 2 is Tyr or Phe, 
£ 3 , X 4 and X 5 are independently selected from the group con- 



sisting of Met, lie, Le 
x 6 is selected from the 
Glu, 



and Val; and 

toup consisting of Asn, Asp, Gin and 



optionally at least on| ofe k 1# X 2 , X 3 , X 4 , X 5 and X 6 is inde- 
pendently substituted *itrl i non-natural or unusual amino 
acid and/cr the peptide isVcyclised and/or che pepcide is 
stabilized and/or the amlflA terminal amino acid residue is 
acylated and/or the carboxy\ terminal amino acid residue is 
amidated, and peptidomimet ids modelled on the basi3 of the 
above formula for the preparation of a pharmaceutical compo- 
sition for the prophylaxis oA treatment of viral infections 
such as acquired immunodeficiency syndrom (AIDS) or cutaneous 
HPV- infection . 



4. A substance or polypeptide Having the formul 



X x - X 2 -X 2 -Thr-X 4 - Lys -X- - A rig - X 



fern m mo ; o o n . 



3 0 wherein 
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X, is Ala or Qiy, 
X 2 is Tyr or Pfcie , 

X 3 , x 4 and X 5 Are independently selectee from che croup con- 
sisting of Metl lie, Leu and Vai; and 

X 6 is selected pom the .group consisting of Asn, Asp, Gin and 
Glu, 



10 



wherein at least! one of x Xi X 2 , x 3 , x 4 , X 5 and X s is indepen- 
dently substituted with a non-natural or unusual amino acid, 
said substance ox\ polypeptide having at least one of the 
following properties 



a) induces inhibition of spontaneous 11,-8 production by 
human monocyte s\ 

b) induces inhibition of lb- 1/3 induced IL-8 production by 
human peripheral^ blood mononuclear cells (PSMC) , 

15 c) induces production of interieukin- 1 receptor antagonistic 
protein ( TRAP) b^TVuirian monocytes, 

induces chemota^eiy migration of CDS-*- human T lymphocytes 
in vitro, 

desensitises hi|a4an/£D8 + T cells resulting in an unrespon- 

10, 



d) 



f ) 

g) 



siveness toward 
suppresses the 



yhemouactic response of CD4+ T human 
lymphocytes towards JjL - 8 , 



suppresses, the chemotactic response of human monocytes 
towards MCAF/MCP-1, 
25 h) inhibits class II MHC Molecule expression on human mono- 
cytes stimulated by IFNVy, 
i) induces the production IL-4 by cultured normal human 
CD4 + T cells, 

j) reduces the TNFa production in human mixed leukocyte 
30 reaction, 

k) downreguiates TNFa and Ih-h production in a rabbit model 
of bile acid induced acute pancreatitis and reduces neu- 
trophil infiltration in che VLungs of the treated rabbits. 



5. A substance or polypeptide having the formula 



<w;;l;:o sheet 
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X 2 -X 3 -Thr-X 4 -Lys-X 5 -Ar-g-v e (SEQ ID NO : 2 i ) , 



wherein 



X 2 is Tyr or Phe J 

X 3 , X 4 and X 5 arel independently selected from .the group cor.- 
5 sis ting of Met, iVe , Leu and Val ; and 

X 6 is selected fr<^n the group consisting of Agn, Asp, Gin and 
Glu, 

wherein at least on)z of X 2 , X 3 , X 4 , X s and X 6 is independent- 
ly substituted with W non-natural or unusual amino acid, said 
10 substance or polypeptide having at least one of the following 
properties 



15 



20 



25 



a) 
b) 
c) 
d) 
e) 
f ) 

g) 

h) 
i ) 

j > 



induces inhibition^ of spontaneous IL-8 production by 
human monocytes, 

induces inhibition Hf IL-l^S induced IL-8 production by 



inhibition 
srinheral bl 



d mononuclear cells (P3MC) \ 

nterleukin-l receptor antagonistic 

monocytes , 
ration of CD8+- human T lymphocy tes 



human pe 

induces product Lcjn 
protein (IRAP) by Jftum 
induces chemocaajfic 
in vitro, 

desensitizes human CD8+\t cells resulting in an unrespcn 
siveness towards rhIL-1 

suppresses the chemotactic response of CD4+ T human 
lymphocytes towards IL-a 

suppresses the chemotactiA response- of human monocytes 
towards MCAF/MCP - 1 , 

inhibits class II MHC moieAule expression on human 
monocytes stimulated by IFlA y , 

induces the production of IL\4 by cultured normal human 
CD4+ T cells, 

reduces the TNFc* production i A human mixed leukocyte 
react io 

downregulaces TNFa and IL-8 orccruction in a rabb -5 t nocel 
of bile acid induced acute pancreatitis and reduces neu- 
trophil infiltration in the lungs of the treated rabbits. 
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6. A substance or\ polypept ide having the formula 

X 3 -Thr-|c 4 -Lys-X 5 -Arg-X s (SEQ ID NO:20), 

wherein 

5 X 3 , X 4 and X 5 are independently selected from the group con- 
sisting of Met.. Ilel Leu and Val; and 

X 6 is selected from|ths group consisting of Asn, Asp, Gin and 
Glu, 

wherein at least one \of x 3 , X 4 . X 5 and x 6 is independently 
10 substituted with a nok-natural or unusual amino acid, said 

substance or polypeptide having at least one of the following 
properties 



15 



2 0 



30 



a) 
b) 
c) 
d) 



Spontaneous IL-8 production by 



i) 



j ' 



induces inhibition 
human monocytes, 

induces inhibition] /o^IL\ 10 induced IL-6 production by 
human peripheral bj/ooVi mononuclear cells (PEMC) , 
induces production of \ i/terleukin-1 receptor antagonistic 
protein (irap) by humJfo monocytes, 

induces chemotact x i>c^hi^rat ion of CD8 + human T lymphocytes 
in vitro, 

e) desensitizes human CD8+\ T cells resulting in an unrespon- 
siveness towards rhlL-lQ, 

f) suppresses the chemctactic response of CD4+ T human 
lymphocytes towards IL-8,' 

25 g) suppresses the chemotacti^ response of human monocytes 
t owa rd s MCAF /MCP - 1 , 
h) inhibits class II MHC rn.oleo.ule expression on human 
monocytes stimulated by IFNW, 

induces the production of 11^4 by cultured normal human 
CD4+ T cells, 

reduces the TNFa producr.icr. ifc human mixed leukocyce 
react ion , 
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downreguiates TNFa and IL-8 production in a rabbit model 
of bile acik induced acute pancr eatitis and reduces neu- 
trophil infiltration in the lungs of the' treated rabbits. 



7. A substance dr polypeptide having the formula 



Thr4x 4 -Lyg-X s -Arg-X 6 (SEQ ID NO : 1 9 ) , 



wherein 



X 4 and X 5 are independently selected from the group consi- 
sting of Met, lie, 1 Leu and Val; a.nd. 

X 6 is selected f rcm\ the group consisting of Asn, Asp, Gin and 
Glu, 



wherein at least one \of X 3 , X 4 , x s and X 6 is independently 
substituted with a noh- Natural or unusual amino acid, said 
substance or polypeptide /having at least one of the follow! 
properties N 



a) 

b) 

c) 

d) 

e) 

£) 

g) 

h) 



ng 



xf spontaneous IL-8 production by 



induces inhibition 
human monocytes, 

induces inhibition ofV/lL-l.e induced IL-8 production by 
human peripheral blo6d mononuclear cells (PBMC) , 
induces production of knterleukin- 1 receptor antagonistic 
protein (IRAP) by human monocytes, 

induces chemotactic migration of CD8+ human T lymphocytes 
in vitro , 

desensitizes human CD8 + ^ cells resulting in an unrespon- 
siveness towards rhIL-10 

suppresses the chemotactib response of CD4+ T human lym- 
phocytes cowards IL-8, 

suppresses the chemo tact ic\ response of human monocytes 
towards MCAF/MCP-1, 

inhibits class II MKC molecule expression on human mono- 
cytes stimulated by IFN-7, 

induces the produce ion of ILM by cultured normal human 
CD4+ T cells. \ 
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j) reduces the TNEbr production in huaan mixed leukocytic 
reaction, 

k) downregulates TlW and IL-8 production m a rabbit model 
of bile acid indbced acute pancreatitis and reduces neu- 
trophil infiltration in the lungs of the treated rabbits 

8. A substance or peptide according to any of claims 4-7 
which is cyclized. 

9. A substance or peptjj.de according to any of claims 4-7 
which is stabilized. 



n_o. t 



1G 



A bttbstan-ce or peptide according to any of claims 4-7 
wherein the amino termiiial amino acid residue is acylated. 

11. A substance or peptide according to any of claims 4-7 
wherein the carboxy termihal amino acid residue is amidated. 



12. A peptidomimetic modelled on the basis of the formula 



15 



X 1 -X 2 -X 3 -Thr-: 



wherein 



X 5 -Arg-X 6 (SBQ ID N0:22), 



X t is Ala or Gly, \J 
X 2 is Tyr or Phe, 

X 3 , x 4 and x 5 are independently selected from the group era- 
20 sisting of Met, lie, Leu and Val; and 

X 6 is selected from the group jponsisting of Asn, Asp, Gin and 
Glu, 



said peptidomimetics having at |east one of the following 
properties 



2 5 a; induces inhibition of spontaneous IL-9 production by 
human monocytes, 
b) induces inhibition o£ IL-lj8 induced il-S production by 
human peripheral blood mononuclear cells (PBMC) , 
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10 



15 



c) induces production of inter 1 eukin - 1 receptor antagonistic 

GS , 

gration of CD8+ human T lymphocytes 



d) 



induces production of interieuk: 
protein (iRAF)vSby human monocyte 
induces chemotatctic migration oi 



in vitro, 

e) desensitizea huhan CD8 + t cells resulting in an unrespon- 
siveness towards rhIL-10, 

f) suppresses the fchemotactic response of CD4+ T human 
lymphocytes towirds IL-8, 

g) suppresses the dhemotactic response of human monocytes 
towards MCAF/MCPl-1, 

h) inhibits class It MHC molecule expression on human 
monocytes stimulated by I FN - y , 

i) induces the production of IL-4 by cultured normal human 
CD4 + T cells, 

j) reduces the TNFa production in human mixed leukocyte 
reaction, 

k) downregulates TNPo; Wnd IL-8 production in a rsibit model 
of bile acid induceii/aAite pancreatitis and reduces neu- 
trophil infiltratiq^ in l the lungs of the treated rabbits 



20 13 - A pharmaceutical cj 
polypeptide according 



f 



tion comprising a substance or 
<ny] of claims 4-i; 



14. Use of a substance! vOrVpfolypep tide according to any of 
claims 4-12 for the treat^knt or prophylaxis of one or more 
of the diseases mentioned in Tables 1 and 2. 



25 15. Use of a substance or polypeptide according to claim 4-12 
for the manufacture of a pharmaceutical composition for the 
treatment or prophylaxis of dne or more of the diseases 
mentioned in Tables l and 2. 



30 



16. A method of treating and/oi preventing one or more of the 
diseases mentioned in Tables l And 2, the method comprising 
administering uo a patiant in ne^d thereof a therapeutically 

nt of a substance or poly- 
peptide according to any of claimsS, 4 - 12 . 
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17. Synthesis of a substance or peptide according to any of 
claims -1-12 by use of s&lid-phase pep-ide synthesis (SPPS) , 
the process comprising the following steos.- ■ 



a) covalently coupling thl C- terminal amino acid in the form 
5 of an N-aifa-protected, optionally side chain.-protecced 
reactive derivative, eitheA directly or by means 
able linker to a solid supp\ 



or a suit- 



b) removing the N-alf 



a-prot 



Lve group, 



cj adding the. succeeding ffroticted amino acids according to 
10 the -desired sequence in a steppise manner. 



d) removing the side chain-prottective groups if any, 

e) upon assembly of the complete\ peptide chain cleaving the 
peptide from the resin, and optionally 

f) cyciizing and/or scabilizing tie peptide and/or acylating 
•5 the amino terminal amino acid resiWue and/or amidating the 

carboxy terminal amino acid residue. 

6&V\ 




